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[0 0 0 1 J 

v^^v^^7>^--tf-iv (dpp-iv) tmnt Lxm^mm.^~m^^^~-^m 

mfo^mirZo HKv^:/?-v;i^7*-^--h?_iv (DPP-IV) t LT^^ffm^ 

[0 0 0 2] 

DPP-IVfi, frrtKl£iet#fti-*-fe»j >ynf7-Wi), N*SOyX^f K£tK 
S^^f-^Jl/TS y «T?£«9, N5fcS»#*fc 2#BOT3 yg& 

S*^-/^K^*«fc^-^>C:t^P,^TV^ 0 ;^^l/7f-f 7^#'J^yf K(PP)J3 
il/^i-n^f KY(NPY)^Kft3c£*L&^>* y ^jKU^t**- K7r 5 U 

*VT9t<< 74 >tZ.T<( i-A'XV'*'??- K(VIP)> =r>#^7°-f- K- 1 (GL 

<P## «r 7 if S £ t 3 s £n <b *IT s (^#8^ jtiK 1 ) o 
[0 0 0 3] 

DPP-IV»* % GLP-KDN 2 7? ym(His-Ala)^^)|fff WS^^^ Kti 

GLP-l£##£p »?)S«l^f$f, 7V^-Xftt 

TfiUB f * 1 1 h tLT V* S (#4f 2 ) o £ ^DPP-IVl; X 2> GLP-1 OjfiL* iZ £ if Z 

KWi^ 2>Zttf%ahKX&*)^ DPP-IV<D|fi#tC ± I) jfiL+Oi&teaGLP-l* 
^_h#-T& »S:t3) 0 GLP-l(iH^O«^J;^-CMl : ^«b^^tL^^^^ K 

glp-i f±« mm K&ifz<< >*v v&j&ntemfcm*. pmmmM<ofemftm*mL 

L/t^ >x V >^.co«, BttSttigottS. ^«JiiLtt«>3fc#. »Ht^^o5fc#, 4 
[0 0 0 4] 

, 3T1i, v>^^^i"^^^>^>flS#^PP-IVia*?fiJ<!:LT^T^^i 

^>M*#^DPP-ivpi#^jt ittM^i fc#*i^$*L-cv»a 0 i&Mst-ii, * 
l^ttSriR 1 ] mm&mm 02/0256 0-^/0 7 v ? y 

M*W\fcl8t2l mm&fflgiO 2/0 6 8 4 2 0^O7^^ > 

[#ifcfciK3 ] mm&mn 03/004496^071^^ 
mhwoiu] mm&mmo 3/02496 5-^07 w h 

MHfc*:iR5] @^<2rW^0 2/0 2 4 6 9 8^07V«; h 

[*#fp^l] J.Langner and S. Ansorgeffift "Cellular Peptidases in Immune 

t&mm 2 0 0 4-3087S71 
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Functions and Disease2" , Advances in Experimental Medicine and Biology Vol 
.477 

[0^WXM2] L.B.Knudsenk, European Journal of Pharmacology, Vol.318, p4 
29-435, 1996 

Ift&ft JCWL 3] T.J.Kiefferfb, Endocrinology, Vol.136, p3585-3596, 1995 
[2N$ffcfcE4] R.A.Pederson<c>, Diabetes Vol.47, pl253-1258, 1998 
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[0 0 0 5] 
[0 0 0 6] 

motzo 

[0 0 0 7] 

[i] 5£ (i) : 

[0 0 0 8] 

[<bi] 

O ^R 6 
R 2 -i L >-Y-NH 2 



R 3 ' vs 
R 4 R 

7y;v^;H, TOtLtUv>7o^jVi, ft&Sfri/c *> «t v*7 V - * * * S'*, Wife 
V^AfnT'J-JVl, iV^AfOTV -^T^-O^ tLT i V>^\ 

L ; 

-Y-NH 2 ti> TK^ (A) t?^£fi&^ ^T^fiTffi^ (B) T^^fi^^^^t 

o 

[0 0 0 9] 
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(A) 



tuvrv- ******* V7 I S»mf k?**** " ****** 

[0 0 10] 

Mb 31 
-NH NH 2 




(B) 



[4] R 6 *«TtfJ (C) , (D) 4^tt ^ J » ^^^j.^ 
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ttiSE^p2 0 0 4 
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(5£fK Zti, m^IE^ -S (0) p-, t^ti-NCR 1 4 ) -&^U 

& j:v>7;i/3r;v#;i/**-;i^ ^^nri^jVAjv*'-^ li$^-cUv>7'J-;v 

R 1 0 « 1 o$£(i2o;££U #*&&LT7jtfgir?s Aoy^, ->7;», C 
i _ 6 7****, ^07;^^ v'?n7;i/ + ;i'I, 7;^^^ tfcl±^aT;i/ 

R 1 2 Ji^fftJfC^ itStJITx Sfc U 

R 1 3 tt^afcfc^ ^-f-^&ffcJiiT-^afc&^U 

R 1 4 tt^SEfiCT-^^ttT^^^afei^-to ) 
[0014] 

[5] R 6 (C) ~C$>& [4] lB«^-^14t°7V*-;i/f|^#. WnK5?^ 

£ ti ft h <om&±x?m- s tL & 

[6] R 9 ^ loJfctt2o^|EU ^^MLTTfc^m^ ^ny^, v77 
*s Ci - e T)V*)\>?-*^ Ci - 6 T;v^r;v^;u* — Ci - 3 7^^i/>^t 
**>ai % Ci - 6 7;v^;i^ ^nci-e r>i/*>uafc. C 3 - 7 5/^7^^*, c 

1 _ 6 7^3^fvi, ADCl - 6 T^3#">3fe % Cl - 6 7;>3^V^jH'i^ ( 

Ci - e T)V*c)V) ao (C 1 - e 7***0 *;VsK-^ff:« (Cs 

_ 7 ->^nr;v^;v) ;v^-e&& [5] SB*o~aitttr9 v-JHBMMk 

10 0 15] 

[7] [1] - [6] Wf *LjW-fB«OZ:S|tt£tf? -^(D-fu y V 

-iviawjo 

[8] [1] ~ [6] ^v>r*t*»^SB3RozillHttr9 V-^iW^ t«ynK5^ 

Kiwi*] 

[0016] 
[0 0 17] 

[0 0 18] 

R 1 fc&tts r®m$tLtri «t^r/v^;i/^J ^7;v*;v^t LTte> 08;it*, %WL% 

SfSfel 6 ©T^^f^ifW feftx MtcA#fltjtztt N flj&wr, ■/ 
ntf;!/, 'fv^f-^, sec-:ff->K tert-7*?-;K ^ 

tBiiF.ift 2004-3087 5 71 
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7D ^n ( 4 ) sm^tu-cb iv^'j-^T^**'*-*'^ £> r 

I°iS^nrv-;v*;v*^;v^ (6) E»S*iT « tHMBhtor J -* 
T 5 ;5I#^fc (7) (8)««^UVW*V*^- 

y 7 ; t n^;K h^7;vtn^;K 2-"7**n^K 2, 2-v7*nif* 

7,«t*. asm*. a *****^ f J£ f 

5™i**/«e^ ^^*A,/tce-f ^*»HT6 
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i" 77i», 3 ***H**#ff**. 

tjy^llV^: YV7»*u*+*>. 2-7^nxf*, 2, 2-V7*nxf* 
flT^*'/*^^ J£H*ffttHtt, -7h^r 

TfvfnT^I^^ ****** ***** 3 ***^^^ 
(g)->7;^ 

(1) ^ f- v>'Jt^r~y, 

(4) r«SWtiV»7V-*7^*^*J m*7'J-^fctt8fl 

& o 

'~ ~ ttlliE#2 004-3087571 
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T D 7 ™IU ll ttBK * *»* ft* r«»5ftT t i HTU- * j 

(8)°rf^^Uv>7;vn^>*;v^;v*j »c**t* 7*=» 
> Afrfftfctt. *\****#->K ^^v*;v^K 2- 

(a)7K»> 

r.fr'f^^iii **** 7^ tert-** 

% UT»*»* yntf;K tert-^f 

ft) T***» *n**, 2-^n*;K 7*>K tert-* 

fij ***** **** 7ne)K 7 *>K tert-* 

0) rVklm 2 tert-r 

fk 7 *A <*>V * * *, * » * - * * * v* (« *■ ***** 1 * * 4 *> T * * % t T * i v£ 

i*!if*iV*^ 2-yn^y*M^t^A tert 

--^v**^****-***^^^*^ ) s „„„ 
m^n7^^^v*M*^t^yi («im»3*6 7»y*n7^ 
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8/ 



o ) > 

( 0 )5-t i fV-2-f f7HKa?7^, 

(p) l, 3-yt Kn-3 -t^fV- 1 -4 v^>V79-^ 

c 9 )° °rii * *L-c*j:v>*>u/<*-f)u«j e * *t * t u r » r ** 

tf^J; x?*;^ 2 -*ntf*, ) WW* 

i,**/U-r*, s;^;v*;w^;k yxf;v*;^^, 

?f?^,K >^n^,K V*n-*v'K ^B^mfeM. 
i ^ne;w 2-7"nf;K tert-^WW 

RH^[i Idjsit* HI** J: ^7****1 ©7**** 

5ntf;v. 2-7-nt>, 7*>K -fVT^K tert-^K 



2 



[0 0 2 81 

.. . - - — » / »t v » ■»* » — » _ .. . — i-' ^ -Ptt" « =tt » m , iC ^r>* JE3 - 1 * . 



tf (1) Tjcm^ (2) ^nyvi? (#U;Ux\ 7'^» **m^> n 

*M**imtThtl*o ) . (3) 7^^fvi h*^ rn** 

* ^i*iw**t*. ) , (3) ^7^*^ 



;V*x;>K tert-^V*****-**^^*-*- ) > (6) 7^^**-^* 
JMWfip y7;vtn^fJK h'H^n^f^ 2-7 

tert-y h * "> * ;v ;v * ^O**^^ ^ ^ s ° 
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iilfR* **** rt»**itUv»^nr^ Ot^l : ttt i t 

*e7;k >^?-;v*;w^;k xf;v*;v/N^^K ✓ .x*/u* 

■CV»-CU<,*#WCI1, fc?tnj->V*;w^;W M'jyyA^^K 

^>*;v^;vJ:Uli, ^^^^ yD *^ 

»*?*Ir ****** mm^i>^T>v***s*^,vm] 
(2) f^fym* a**** a ********* 

StiUoT/u=i*^*«^«rfe*t, ECWW^ * **** ***** 
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% >?7;v^-n^-f-;i/, b yjut tM 2 - y 2, 2-Vy^-u^ 

4W7JV3^vIW?>^ ^h*~>, ^n***^ y h 

(6) ^n^/e (MxJf, 7 5-|«?, JUtJK^, 3 7il,ffW^ 
if ib ft> ItjfcmW 1^^4(7)7^3^ v^^lf <b *U M \z it , 0J £ 

(7) ^ (a) i (i (b) tit ? ^ t U ^ 7 x : 

(a)^nf>If (ixtf, 7 7|K, m^Jl^ I^JKhK 3^*®^^tf!b*L 
drvSf^f^ti, t: i^il: 1 * f> 4 o 7 ;v 3 ^ yi^f tf t, tL, ^z&fcM 

IZlt, * h*^, ^h^>\ 7'n T h * v^^f ^ *L& 0 ) , 

h 4 c <DTfr*)i>&m-?) t mf hft, ^.KM^Kit, mZ.it, *J-)l>, xf-;K y°u\£)V, 
2-7"n^ yi-^^mf bii&o ) . 

(8) y7^, 

(9) #;v**4rv^ 

(1 0) T)V=i**s%)V#-)\,^ (mklt, KftH^4(7)7J^4fyi (#fl;U£^ h 
-X^dfv, 7n*°*X 7*h*V%6*W<b*l.?>o ) Xm&Z fltz * frtf 

mfhti, izitmz.it, * bJf->*ji^f-;K j. h )v&-)v*$tfmft>ti& 

o ) > 

(11) T;v^r;i-^ (tf!)x.{4\ ^?-;K j^;k 7nk';K 2-7nn'JK r^-;^/^ 

tf<btL&o ) , 

(12) TJV*)VX (Mz.it, *T)\'*)\'*-)\'^ifm j fbti2> 0 ) s 

(13) ^fU^yt^fy, 

(14) ji^V^v^^v, 

(16) 7 Ji-^^^rv'^^lf ibtt^o 
[0 0 3 4] 

>; ~)V^^i/^j)V^~JVmt LXit, $m$k7frhl lWT'J-J^^v*^**-)^ 
^tfibtU ^-fciftKi^ mk.it, y ^-;V^-drv*;V^^;i/, 2 

R 2 33J:tfR 3 tcjotf;*, l"@#l£*LTfc iv^r 1 ; -^a-*?/*/^-^^ Kistf&M: 
[0 0 3 5] 

R 2 ^.]:^^ 3 K&lf& rwmztiTi> iv^79;K;^J LTli{HJx.M^ *lt 

rrv-^j sis^-t LxumiLit, &tm$k6frh 1 ooTU-^^^tr^tL, *#a^ 

MfiFii* 2004 - 3 087 K 71 
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7Mi/yWif^, jMWftfcitt**.^ ^fw> ifi'-A wfVrti 
) Uur>m* 7^*«^ ********* 

^n^ne;K **n***, ~>*n^*. ->*n-*v*> v*n- 

tf, ***7*&1 l<07n^f;HWf»tL, JUMSfctt, "OVW*, 1- 

r»2 i»vrj?R3 r *5Lts ram^tt-cfe iv>7n^f;viJ colH*i:t^», bubSR *» 

t X«^lt ft«ft6»* 1 0,7^^^>W^ ; *f^^ 

[0 0 3 8 1 

R 2 £J:tFR 3 fcfctt* rt*S^tiV>7'J-W*J ©7'J-^ftiilU 

R l «°im« **** r«*ftTUv»7V-^^^»Ty-^* 
tor 2 jjiifR 3 **»t* r«^^tL-c^«tv>7 i ;-^»J ^*t*«ft*fcut«7P 

5 & L 6 £ *** * * 2 Otffy °«H<* « V 

m|E# 2004-3087571 
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[0 0 4 1] 

( 1 ) 7mm, 

(2) ^nr>^ (^x.{f, 7-;|I^ *&3*fli^ HSHE^ 3-)fIWW5> 

Ktt, :/nfcf;K 2-ynt°;V, "T^/i/, ^fvyf^, sec-:/ 

(4) ^nf>If fiSSlS^s JUKIR^ 3^*f?f*«fJf6 

mi *»<b 4<*>7;V3*~>*tf*W fetL, MK&#«JfcH\ x>3^>, yn^ 

4 0 7^3^rv^75 ? #if £>*U SK:M*:fi$KH\ ^h^rv, -X^*v\ ya^V, :/ h 

(6) ^ny>l? 7?f|?, ttfRK^, A*!*^ a^miR^^tf 

tr^tL, ^cii^jfci 4 07;v3^rv^^ifibtL. Mtc^wicti, mz.& 

(7) ->7;i, 

(8) #;v***->&. 

(9) 7*3*** /m?-** (flfljU^ ^'l^f> 4©7^3#yi (flxtf^ h * 
jr.h^>, 7D^y, 7*h*v^#lf ib*L&o ) t?ft$ *L*:# 

o ) 

(10) 7^^jv^ Mxl^ yntf^^ 2-7°ntf;v % 
[0 0 4 2] 

-;v^fcLTi±. frf5R 3 isi^R 3 -e^^tL2> ntBIStLT % iv^AfDT'J 
K £ a ^ -f n 7 V - t L T « ^ t tz e> if h ft & o 
R 2 fcltfR 3 K:fc»t* r«&£*LTfc ±v>Afn7'J -;U7;v^;v*J «ltL 

-eta, friaR 2 jjj^r 3 rs&$*L-c& ± v^-^nrv fc^itas 

[0 0 4 3] 

R 2 £i:tKR 3 tc^ft^ r#^$tLT^> J:v>AfD7V-JV3i/;v*-;HJ 0^7^37 

ttifiE** 2004-3 087571 
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(mill jt7*V**#-*, xbtV***-*, tert- 

* (1) 

[0 0 4 9] 

Mb 5] 



R 6 

rV n A^( (,) 




R 



Y-NH 2 



R 4 
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[0 0 5 0] 
Kb 6] 




Y-NH 2 



[0 0 5 1 ] 

(1) ^ny>if (Wittf, 7 7fl?, tt*JK?\ **K*\ s^m^^Wk 
tt-So ) . 

(2) ^nr^JDK?- (01*. If, 7 7», ttSWf-, rfeSRJR^, 3 *ftIK?^*W 

1 ^"b 4 ©7A'*A'*lf#*tf £>tU MKJM^I&Kfi. 
% y7)^n^f;K MJ y^n^-^K 2 -7^*nx^, 2, 2-77tnxf 

(3) Tfrx** y & ($IxJf, &&TH'X*i/&&tfmfe > tL. &&ttoizi*%m&lfrb 
4<DT;V3^r>'*^lf M^A#6*J^{±> ^h^v'. ^h4r~>, /n^^rV, 7b 
*->^**^»f (btL4o ) > 

(4) Any>l^ (fixll 7-;iS^ aBRK^, JURIST 3 fil^^flf e> 

^y, -77Wa> h*v, MJ7^tn^ h- * v^W"b*t& 0 ) , 

(5) y7;S, 

(6) jjArtf^ism, 

(7) 7^n#y*;V^^i (01 A If, ^l*?>4<D7^3^->i («*.»*,* 
o ) , 

(8) 7/^/u* (09x.if, T'ntfjK 2-7'nif;i/ > 7 

(9) 7;v^;v;*.;w*~;i/^ (0ilx.i£, ^ * «b*i£ 0 ) . 

do) ^aasntfn^-jrnat* («*.»** smu^s- i*&2«tu x^***^** 

o 



mtiF^P 5>n04 — 3 0 R 7 15 7 1 
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15/ 



[0 0 5 2] 



It 



r 6 rfctt* rs&S*vcfc i^^^nTMA'iJ «i/^n7K*ifcttii, 
(i) Aoy^if 7 7», a ********* 

k (3) V»*«*. ***** ***** 

*i*?,40T^3*f**«»*rfetL, *KJMM&fctt. *h*~>, ^h*~>. t"** 
V ,<-7^tnxf^ ^ h*~>^ ****** fc*U>o ) * 

U) 7^^->i ftt7;v^y*Wf^^> *#fl9Ctt#t*«ki*& 

( 5 ^nr^ **«*. ***** 3 ***t?2£2£ 

J tJV: ih W 5n**~>> ^h***W*&*L*- 7**n* h 

°(8) 7**** w> ^n^, 2 -^^^^^fZfl 

(*#»Ktt, ^WU, x W 5A v*** 

7 ( i of^tSI- 0 iu^ ?***** *******wr*ft*. ) 

UJiE# 2004-3087571 
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(l 1) 7 ^ flS^- tWI $ tit U v^> ^ n 7 ;v ;H ->^nynn;v 

(12) 7 y^WLl'-eW&Ziit iv»*>^n7H*'*^-A'* (J|.flcfl5HH, 

(13) *>HK4r">*, 

(14) t'n'J 

(15) tr^U v^*> 

(16) ; e>u* , J 

in) 

(1 8) *<f-]s>V**^* 

(19) i^U>y*^r->^*«^f <bit£o 

7»iw, B ^ m ^ mm J!f^i^^ 2) m 7 ^% 

. «tfc«*Lfce->l/k«>*flt«fcUTtt, 2-^^-1-7^1^ 
2 - ? u a - l - 7"n e v >^*Wfb it 4 0 
[0 0 5 5] 

(1) r;v^;v* EfcSfcttfrtt*^^ 7 ******^*^ *f*>£ 

ti, E«*fc»i*tt«^*«i*^ 4w7 ^*^**^ f ^5|f*f 
fcli, 2-yne;K yj^^^JJf^Jo ) > 

( 2 ) 77fi^ mm*** ^ mw ^J* mj itltt~t 

*L*« ) *fctt7JU3*V» Will «T*3****#Wfc*U JUM&Utt** 

»i^(b4 0T;v3^">*^Wbit, XfcJWftWfctt. V 3 ?,* 
Eas^tt^tt^^*^^*^*** 1 *^^^ JMM&fctt, E«l**:tt 

■77JVio>fJK fj7JVin^f;K 2 - 7 ;v*uj^;k 2, 2-v7inxf 
;K ;N--7)VtnxfK ;* b^yxf;vfWbti^o ) > , r 

4< 73T;V3^v3fe^lf^iL> EC*#»KI±. * b^v. xbt-X yn^^rv, y Y 

( 4 ) 77**^ ai***. 3 ** K ??222rS 

) «$W;7;V^vi (T^^^^xlf, tt7;v^ylW 

r« fcisit* rs^^itxlj iv^f D7'J -;v»J WArn7 1 J-;HtLt(i> Itf 
ISR 2 jsilFR 3 T?^$it* rsm^itT^ iv>Afn7'J-)HJ l^^^^raT'J 
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r 7 &Wr 8 r«^^ttTi £^t;v*JV»J c7)S^»i: L-Cli, ^Jx** 

(1) 7km». 
(2) 

(4) Xn^VtfT- 7»*W, a**W=P«W*tf& 

°(6) ftTflW, Cb). (c). Cd), i^ttW^^*!***^^^ 7 ^^ 
(b)7^*^*^-/H6 (Will ^r/u*****-*******- 

^?*7 5A 7W75A 7-P^75/, ^^^5A t7 
7 ,A ^W^;V75A ifW^-;V7^A >f;v*;^^;v7^A 
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W Ht^WkLTIi, §aMb*ME(H A*) 2 2#KfS«c$*LTV* 

* fcOfcifrf^f t>*LSo #JxJ4> V7; V >^xf li^7x - ^ 
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)v7hmm, <^**y, h;vi>, *> L<ti^r>'V>^i:'^^k7X« 

ttmiym^mm, 7^h>w>>» r* n, n' 

^:X5g^ibnti>mit^^^T^^1-o §!Bi&lK:i3lt&I*i3?) (2) K&VZgifcm t 
p£ (1-8) (Dit&m* 1 Kn + '/'OX h 'J7'/-JHfftT. LTafflftl 
_- Lf . ;V _ 3 _ (3-y^f;V7^^^ntf;v) * ;v^vM 5 K£ffivjTTOt3-i#i£*R 

V>5f) j^lfbti, ffcpjftfctt^ f;v*^^75 K*«W5>*LSo 
ft- 1 0°C~ft4 0 < C<7)t6H^'bS^$^So 
(4) «ftffil^*t*X5B3 0 (3) t*»t*fe*»*. SW>##T\ ?p«tt*t»>t»R 

(Jr YyKVuyjy^ 1, 4-v ? **^>30 tf*Wb*U JMfcttl, 4- 
10 114] 

^5^(1-5) 14, *»tt***, (1-4) fcya-K^>*tlWaiW 

d-4) ant i 0-5 oiio«i*?>a«sii, mmthxm^z>ti>x~ 

Iffi^V7^voffflii:Lt!i, (1-4) KttLX, Itl~103 

>|fo^nr>ftftfll**3ft#ilE**«*»fe»tT-*o RJB«JKfcU-Ctt- &2 0*C~£j4 0 
5) 

ffrfr* (1-6) W\ ^» (1-5) b&. 
10 1151 
Mb 2 6] 

nhr2oo ' r8 ^; ' <i-ii n ) hr200 ,r ™ ' R < 1 - 13 > 



(1-9) 



[5£* R 2 0 BoCn SfcliCb z£*U m, n. R 7 J: V R 8 ^ 1 1 

i mmbnmx^ho ] (1-9) > kg® (1-10) , K&m (1 

- 1 l) > Ifr&W (1-12) . Sfcttft^ (1-13) 3&»^loa^§*t4<k-frJ»* 
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^ih^^iMUo it*m d-9) . u*m (i-io) > ft^jci- 1 J 

} <ffrfri» (1-12) , *fcli<t<6-% (1-13) «IifCli, 

mmltxK T^m d-5) fc tttiti~Biii^iww*M.T«tt* 

^1(1-6) Mb** (1-9) ,it*m (1-11) , ttziift&m (1-13) 

i;l??»k boc»w, 

2 y ^nn*Mf) . (l. 4 > c*te»o*-fr»*^Jf 

(btlio R 2 0 0 #Cb iOW, J- Am. Chem. Soc. 85 2149 (1963) 

Tetrahedron Lett. 41. 3029 (2000), Tetrahedron Lett. 36, 8677 (1995)*k«*« 

[0 116] 

"i?****^^^*. * (2-3) t?«*t*ft*«*fci**«>tt»** **. 

[0 117] 



[ft 2 7] 



o ^R 6 

l00 o >k J - 7 T >-NH 2 

jfVNH 2 IW R 2a>Y N ~ N 

(1-3)~H R< < 2 " 1 > 



XfS2 

R 4 (2-1) 



V' T/>-V-NH 2 

fU R (2-3) 

R (2-2) V 




R l 0 0 % Rla^J^R 2 *^ ftjfi£ 1 2: PQ«7«> 0 . R 4 , R 6 

« [i] umtF\mx&z>o ] 

item (2-D a, ft^% d-3) frbrmKmir d) ~ (4) ^^^^ 

k (irSSST^5tttx@3°co (1) «B«$*LfcMffifcRI«fc**ft^«t-3^- 
^)°k^&n-i3lt^X@3 0 (2) ciBlfcSttfcMttfcW***** 11 *^^- RS 

0 o 

(3) »is^2iw^»taxsi ^ (2) \z&Wh$LimhiZ 
[0 118] 
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Hk2 81 




R 103 O 



OR 



104 



(2-4) 



r T ^ t u<, R^J^R 2 *}^ IMltHSt^, R 4 ti, « Cl] 

iT ^ c ] r^^tt^^ti (2-4) * 2 M^nri3^^x^3^ (3) tciam 

(4) l^li:i3lt^IS3(D (4) KiB^S tL^lBife t IW^^ i oT. RE 
2 ) X^ffi 2 

teis i k & »t & xs 4 ksb* * tL/cui^ tmm^m-x^x, vc%m (2-1) 

Mis-a-ia (2-2) £tei-f&- ^T^&o 
btt&m (2-3) ^w^-t^tiSo 

[0 119] 

I^t^yS: 3 

* ( I ) -e***i*<fc*«*>^ 5* (3-3) ****.*ft^Sfctt**>**^ «*. 
(f TIB S ft * # i£ K J: o T 3 *L & o 
[0 12 0] 



O „-R 6 



HK2 9] 




(1-3) H 



O ^R 6 o ^R e 



R .rrV. — - r-j rv-v-NH, 




R 3a TVs 



R r-,4 R 5 " R4 R S 

(3-2) ^ 



MttlWUfcH*-***. R 4 > R 5 ^ R 6 fc*tfYf±, [l] lat^i^^o 
] 

1 ) ZlfM 1 - 

ft*tt (3-1) tt, ft** (1-3) frfeTEK^t (1) ~ (6) OKStffHt 

(1) *jftfelt**t*xe30 (1) REE 
*U) 9 kfcftlfc*m*X5iI3<& (2) K&WL2iXt:U&m£R&**&KXvX^ RJ6 
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(3) Hfclt&Igl ^> (2) fcfctffc&Jfifl&fc* 

[0121] 

Hk3 o] 

R 2a R 3a 

^ R 4 
"N^>C - (3-4) 
H / R 
HO 



R 4 ijjirrR 5 li, a [i] ia«fcWI«|-c**. 3 -c***t*ft** (3-4) tt 

(V) tt»3MWai« (3) IC*lt*4fc***, I^:"J;5mi>L?l 
®#l~3^1:OlEffl^ | b^^^^o Eg^bR^^St LT14, 1 ~ 3 siS 

^55*** * bVttT* b ^ U ****** > V**S#Wfe*L*. WW 
14 ft- 1 0 6 C~ft4 O t C<£>$Sffi^<b7S3R£*L&° _ , 

fcft-frW (3-2) *«*t4iW^« 

»j^Kislt*ia5C|BR**L*:Wtftl:W«l«:**fe^**^ ft** (3-2) 
*bft#«» (3-3) *o 
[0 12 2] 

»i« 1 ?B*^^W (1-4) (4, TS^^W^t^-c^tSitK^S 

[0 12 3] 
Mb 3 1] 



R ioo Q ,A_.( R % 





R 6 



(1-3) H (1-4) 

R ia^ R 2a i3 j : ^ R l 0 0 |4% 1 h |WJ *| "C & *K R 6 * [l] IB 

d-4) As** d-3) *feT«^-rxeiu*»»t* (1) ~ (5) « 
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"9 o 

(3) »jti*4lCi5»t&Xgl^> (2) t^tt*^*fc5*'. 
[0 12 4] 
Hfc 3 2 ] 

R 2a 

R 1 V /OR 105 

(4-1) 

H o 

R i o 5 {i >fv^n^i$t, R la £itfR 2a ^ 

llB*fcM*-e**o 3 (4-1) »Mfelfc*fr*I»3«> ( 

(4) «t*4K*lt*iaiO (3) |C*l**&«k**ft^V:/**T**-* 

*3~1 0S*©ttH^e>«iR*tL&o ^tt^i^t-cii, f* 1 ^ *~ y t^ B tZ 

Lt( t jft- 1 0 O-C-^Or^l&B^'b^KStU JMfcl*. ft- 8 0r~^)- 6 0 *C 

°(fr*A*T**W-*Xfl3«D (4) tz|a«$^m^i:|SI#^^^J:oT. RJB 

Srff 

[0 12 5] 



Mtfc 1 (1-4) T»«3tttt5^*tt4*«JCJ:ot:»a-rac:i: 



[0 12 6] 
[<b3 3] 



O ^-R e 



O , — R 



6 



R 1a 




R^O^W ' V T />-NH 2 

(1-3) H (1-4) 

K*. R la . R 2a ^5 <t r 1 0 0 »*&iia*fcra*-e*^> r 6 a. « [1] is 

*l"S*(T-4) (±, <t#*& (1-3) ^tTECftlgl fcfctt* (1) ~ (5) <0 

i ) m^n i 

(i) »a«fein**t*xe3o (i) tE«*tLfc«a&tefcn*ft*ft^*^^- 
*m untaxes «> (2) niB«§^*3Sfetra#***i*ioT, as 

(3) »jfi*5C^»t&xei<© (2) K&tfh Hamate 

[0 12 7] 
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[ft3 4] 
R 2a 

N (5-1) 
H 

d**. R la isj;^R 2a {±. Mkit&itmtmm-ejb&o ] T-3££*L*ft^t> (5 - 1 

) @i^lHj3lt^XS3^ (3) ICfSm^^^MtlWI^^^^i^t^ RtS 

*U) >C J. Am. Chem. Soc. 118. 12246 (1996), J. Comb. Chem. 3, 223 (1999) J Co 
mb . Chem. 5, 516 (2002). Org. Lett. 3, 3041 (2001). J- Org Chem. 23 i, 7907 " (2001 
) fi:|a«§afcSIMJ:»^^^^^ 5&3£ft5fc:&»t*xei<0 (3) u 

(5) »a«i^*»t&xs3o (4) eEt^^MifefcBi****^ 1 '^' RJ5 

10 12 8] 

**(l) 6 -C«*t«^W«)^t., * (6-7) -C***L*ft«r**:»4*«)*tt, «*. 

[0 12 9] 
[ft 3 5] 



i r R6 R1 >VC R YrC— 



D 6 R 1 



(1-3) H 



OR 6 0 f R6 



I® 

(6-5) 



R i o o ^j;^R la }±. ftjS^lfBttfcraH-C* 1 ). R 6 isitfYii, « [1] 

n*m *^e»t (i) ~ (5) *JWM?*" 

i -p X M 1" * C ^ ^ * o 

(3) k^fe6 \-&vz>JLm <r> (2) i~:mt&£j»<t:£ 

[0 13 0] 
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[ft3 6] 




o 



H 




K ^N^V (6-8) 



O 



M*,*ft*» (6-8) «MfelC*»t*I»3«> (3) 
(4) *jfttt4-M»t4Xfil<0 (4) KB«*tLfciiattkH«**«KJ:ot:, KI6 
*(^°«4ttli:*tt4I83W (4) KB** tLfcftfcftfc 
[0 13 11 

M5?Mit^xs4t-ia«$tL«^tiw]»^^io-c. ft** (6-1) * 

<Mfr« (6-2) ^Ilt^iH^l^o 
3 

ft 



3 ) ~PfS 3 

R«ttip**t*xe5tB«$*L>i:ftaiftfcn*&^ft^«to^ (6-2) t 



[0 13 2] 
[ft 3 7 ] 

HN^/ (M) $fcI j HN v_^ (6-10) 
NHBoc NHBoc 

^ift** (6-10) 9. ft** (6-3) ^^t^ 

i& 0 ttz, ft*% (6-3) tt, ft*% (6-2) ts; 

[0 13 3] 
[ft 3 8] 

H 2 N NH 2 H 2 N. jNH2 



8 j£j»n (1 " 12) 



^-ttft*W (1-12) *RIS«*. *6K«tttlCi8»t*XS3<0 (i) n*** 1 



ProtSve Groups in Organic Synthesis, T. W. Greene P ^ G 1 * 2 ,f 
John Wiley & Sons, Inc. (1991) PW**lfcKW«kB*MSkioT, ft 
* (6-3) *<bft*» (6-4) «It^H s tlSo 
[0 13 4] 

5) xes 
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J Org Chem. 65, 7757 (2000), Pharmazie 55, 273 (2000), Pharmazie-55, 645 (2000 
) J Am. Chem. Soc. 122, 7144 (2000), Tetrahedron Lett. 36, 8513 (1995), Tetrah 
edronLett 36, 9117 (1995), Tetrahedron Lett. 36, 8513 (1995)^KiB*t$ iLtzMM 

i5mtmm^m^x-ox, it&m (6-4) (6-5) ^a 1 -* 

J Chem. Soc. Perkin Trans. I 529 (2002), Heterocycles 32, 1933 (1991), Synthesi 
s 295 (1993), Tetrahedron Lett. 35, 2959 (1994), Tetrahedron Lett. 40, 9085 (199 
9) Synthesis 1878 (1999), Synth. Commun. 26, 2775 (I996)^§fifc$ iltzWL&Xm 

tmmttm-zot^ it^m (6-5) (6-6) zmik-f2>z.ktfx^z> 

o 

7 ) T.ffi 7 

it&m (6-7) te, TOt»#^, t«»T, ib&m (6-6) ^BocIW 

fcfcwu ft** (6-6) l^LMl ~*»oi£B^®^£*t&o 

% i-7-;v(i,4-y^^^->^), c*Le>ofi#»*^35*^f RiBasfcu-ctt- 
&-2 o*C~#ij3 OWW^MtSit^-c^o 
[0 13 5] 

S m a) 7 -eft$tL^^%wo*>, & (7-2) *3«fci*£ (7-3) -e£$*L<Mfc**f* 

fc tt * o&ti , Wit tfTiB i:^$W^i:iotSl$^So 
[0 13 6] 
Mb 3 9] 



O (6-6) ° j ( 



XH2 NC' 

(7-2) 



-Y-NH 2 



° (7-3) 



o ] 

1 ) I^i. 1 

Heterocycles 53, 797 (2000), Bioorg. Med. Chem. Lett. 7, 739 (1997), Org. Prep. 

Proced. Int. 26, 429 (1994) *LfcWfc#S h PM*fr#ifefc * o T, 

(6-6) frMfrfrW (7-1) *»j|t4ii^^. *I3HC*3V>T, ( 
7-1) ©BocS«I^mi (7-3) ^jSUfcW-frttt. «at»i»=* 
tf&Ili3<7> (1) K:|B«$*L3t«JftttkRI*ft^rttKJ:oT, ft** (7-3) if- hit 

&m (7-D ^M^-r^-t^T^^o 

Tetrahedron Lett 38, 1241 (1997), Synth. Commun. 22, 2811 (1992)*fcR*3*tfc» 
«ttkffW»ft*«KJ:o-C, ft*tt (7-1) frhit&m (7-2) 

~C ^ & o 

MSKUSV^ >ffr&*& (7-2) **Bo c&"?&WLZtit:$: 
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[0 13 7] 

[ft 4 o] 



O ^R 6 



R 1a . 




NC 



JO-/ 



Y-NHBoc (7-4) 



« 0 ] T«*L*fls** (7-4) ^LfcMPt M ??i" lt o?flt5 
W^MifefcB****^^*^^ *fcft*» (7-2) 

3 ) 32fS 3 

»j£&6tciJttSXe7t'|BIR$*Lfe»^kR»'fl:*^K:J:o-C, ft£* (7-1) ^ 

Mfrfrto (7-3) fc»3frr* *o 
[0 13 8] 

5 (i) -c***L*ft*w*>^ * (8-2) T?«**ft^tfctt*«>a"^ «x. 
if tib n^^tL^^^m; ot mat $ ft & o 

[0 13 9] 

d6 o ^R 8 Q 



(6-6) 




C (0) OR 1 0 7 tt, * [1] IB«^R 2 isi^R 3 tLT«S*L*S&£tLTki: 

] 

"Comprehensive Organic transformation", R. C. ?n^t, VCH Publishe r Inc. 96 
6-972 (1989) tWfCSlHftia^kB^^^' (6-6) 
rt^ft'&W (8-1) -H 5 tiS„ 

»k™^*^*XS7fc|B*$*t3t*jftfti:n#**feKJ:oT, ft^ (8-1) ^ 
bit&m (8-2) «r»j&i-*ifc*«-??§&o 
[0 14 0] 

5(i) tt?wM©n, * (9-s) -c&zti*ft*m*tnt*o>*LK. «*. 

tfTiB^^ttS^^J:o-C«SLit$tLSo 
[0 14 1] 
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C (0) R 1 0 8 f±, £ [1] IS*<7)R 2 Bil/R 3 br^^tLSHtfcStL-rt iv^T 

1 ) I© 1 ~M 2 /no 

Bioorg. Med. Chem. Lett. 11. 2951 (2001), Tetrahedron Letters 42, 8955 (2001). S 
ynthesis 1852 (2000) , Organic Letters 2, 4091 (2000). Tetrahedron Letters 42, 56 
09 (2001), Synthesis 2239 (2001), Synlett 5, 715 (2002), J. Org. Chem. 67, 5032 
(2002), Bioorg. Med. Chem. Lett. 11, 287 (2001), Tetrahedron Letters 42, 3763 (2 

ooimi-mmzftfcmikmtmmttmzx^x, va&m (6-6) frhit&m (9-2 
) zmM-t&z- fc**-c*s 0 ik&itB (9-4) i&m&*M^&fr* mmt^m^iB 

2 ) ICfM 3 

»&ft6 ^^it*x®7 tnafts^fcajfttfekRiui^tfeKio-c, (9-2) 

jfrMfrfr* (9-3) k**-C*4o 
[0 14 2] 

(i) t«n$tiM^n, & (10-2) -caESttaft-frw* ^{±-eo^i±, « 

x. If TIB ^ $ *l* £ J: o XW& £ o 
[0 14 3] 
[ft 4 3] 



fi (S-6, (10-1) R „0»- R .09 (10 . 2) 



[3;*, R^ti^feiiamtiwi^-e^i), R 6 jsitfYli, A [l] E«fcRI«t?*«j 
, C (O) NR 1 0 9 R 1 1 0 tt, ^ [1] mm,<DR 2 & XTfR 3 h^X^MWM^ 

1) Ml _ T 
"Comprehensive Organic transformation", R. C. VCH publisher Inc., 97 

2-976 (1989) HEWKEIUKftW^tti W#4Jfti: i oT, tt&m (6-6) 

(lo-i) *M&-rz>zt&x*£2>o 

2 ) 2 

»jt&6 Ki5^Sie7K|B«$ttfe«j6j£tra*ft**fe^J:oT. tt^tJ (1 0-1) 

frbtt&m (io-2) *»as-t*ifc*«T?§*o 
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[0 14 4] 

1 1 

(I) -CflSfrMb'S-^^ 3* (1 1-6) ^atSfrUMfr&WSrt:***-*^ 
(1 1-8) ■l»*3:h.*ft^*fctt*G>tttt* «^tfTIB^75$tL**feKJ:o-C 



[0 14 5] 
Mb 4 4] 



o 



R ,11 <X^O 

1 J 01-9) ^Br 
HN^VV- Y ^ H2 . HN^YV-V^HBoc * 




(11-1) 




D 112 



(11-3) 
o112 



"Tlx"' "'<""•'" """VjLf' — *"""X°ir" 

(11-4) (11-6) O 1 ' 6 ) 



R,30o T° o r Re R "YU R8 

' (11-7) 

R 6 iSit/Yti, 9 [1] fEtt^lM"?*'). R 2 b tt, *P» [1] tm<OR 2 

& J:v^*;w^>f ffimSfrTfc t^T**** 

tiArfc iwrn^i, Si$ tit U v>At n 7 'J - ;H ;v**-;H, t^^^^ 

^ Afa7 ,J_; V7 ;V-|:,V^ i ^ littlft $ ilt 4 i V»^f D 7 U - JUI t * t , C (O 

) N R 1 1 2 R 1 1 3 ^ [1] IBfcOR 1 t LT^3:ft&S&$*LT*> *v»*Ji"<* 
^n^j-^y^yjfj^-^^U R 1 1 1 ^f-;v N C (O 

) or 1 30 a [i] lam^R 1 tui?wt«^tu^7JV3^y^i' 

[0 14 6] 

1 ) , "T*- ^t 1 

l-i) (ii-2) *Mi"^>- fc^*x-^^o ft£-*r (li — i) R 

(i-6) . r 1 a ^mm.^^ & it&vo (7-2) , r 1 ****. 

^m^-CAS-fb-fr* (7-3) , R 1 *****]*^**^* (9-3) > ZtzttR 1 *** 
^ilR^-e**^^ (10-2) £St-To 

2 ) 1^=1 2 

n&m (11-3) ^ ^jstti«t. ^»<o^T, (1 1-2) & i mt&m 

(11-9) ZRlBrntZZtlzZ *)Wi&-rZ>ZttfX-%2>o LTli, *U?Ate 

4o i^o^fflifcLTti. (11-2) KJtuaiiri-5S*ottH*»fea*i* 

miE# 2004-3087571 



#18 2003-306948 



s*-*? : 49/ 



3 ) XH: 3 

J. Org. Chem. 61. 215 (1996), J- Org. Chem. 61, 9437 (1996), J. Org. Chem. 59 6 
147 (1994)0*:»«**tfc«*ffifcWI«ft*tttJ:o"r, (1 1-3) frbit&M 

(11-4) ^IM^^t^l^o 

4) I5@U 

) frMfc-fr* (1 1-5) *J4iS-t-*ii:*»-e**o 
Jliti*6^^ltAXe7t-|B«$t».fe*^fcra»'S:^^J:o-C, tt^t? (11-5 

) frhtt&m (i i-6) ^Kit-raifc^-e^io 

6 ) ~TJf6 6 

) tf>"b<b£* (i i-7) *«» 

7 ) ZL^it 7 

matfe6lCj3lt^X5g7HIBm^tL7t^&t«^^^i:o-C, (11-7 

) frhfo&to (1 1-8) *o 
[0 14 7] 

Wc~& : {ii 1 2 

* (I) ^«*L<MfrfrW<0 9tK * (12-3) ^**:fc*<t<6***:tt*©tttt. « 

[0 14 8] 
Hb4 5] 

° y | f R d2-4) 




I I />— Y-NHBoc | Y-NHBoc T3e , 




T A />~Y-NHBoc 7 I />-Y^NH2 

3 2b -N X ^ 3 R 2b **N 

(12-2) (12-3) 




D**, r 6 isxTfYH, m [i] umtmmx&y), r 2 b a, iiB«tra 

**U C (O) R 1 1 4 tt, a [1] ISm^R 1 tVX^tiZ>W.&Ztir4>£^TV 

1 ) X*M 1 -X3I2 „ . , , 

9 k * it * is i ~xe 2 Kum s *Lfc«*ife t ra*** ft ii 

1-4) (12-2) tfijltii^tli, (1 2-4) li, fl 

2 ) ZC^I- 3 

6 k & »t a 7 t'tam s tt* « ft** (12-2) 

#e>ft** (12-3) *«a+acifc**^*4o 

[0 14 9] 



i*i 3 



5* "(1) -e^StLSft**^^ * (13-5) -C^$*t4^»*3ttt-€-0«Lt±. 

^.ifTIE^^tL^^^io-r^^^^o 
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R 6 iiVYIi, « [1] C (O) OR 1 0 7 it. RJIft 

8»«kra«-C*^ C (0) NR 115 R 116 tt, fll [11 B^R 1 i V l%tt 

1 ) ZEI^Je 1 

»jtitrini3tt*xe2tcffitt$tL^«jSj*i:ra«*^i*^«tot:, <fc*«» ( 1 1 a 3 " 1 

) *bit*m d3-2) t«at-r*£t*^ft*. (13-1) t±> R la ^* 

»-C^^M (8-1) SrSt-To 

Protective Groups in Organic Synthesis, T. W. Greene, P. G. 1L Wuts**. * 2 JK 
, John Wiley & Sons, Inc. (1991)*fcB«* itfcMtt k W**#*P J: o ft^W 
(13-2) ^Mb^W (13-3) «r»«i-*Clfc**-eS4o 

) *Mfc#<» (13-4) at t* s -ei5o 

4 ) ZC^Ii 4 

il«fe6K^»t*X«7tlB***Lfc«liSfeJ:H**^ffi^J:o^^ (13-4) 
frhit&mXl 3-5) trftjti-Sifc^-Ci^o 

[0 15 1] 
igl 1 4 

5* (I) ^StL-MfrfrW^*^ 5* (14-10) -ef^n^^tiJ/:!^^, 
x. WT TIB S tL a ^fe J: o X $ tt * o 
[0 15 2] 



ffiSE# 2004-3087571 
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s<-y : 51/ 




[55;«K R 6 isi^Yli, A [1] IB«i:ra*-e* •) > C (0) OR 1 1 9 tt, 

8ia*fcra*-e*«3, c (o) r 1 1 8 »±, « en lam^R 1 kLx^tizmmffr 

1 ) ~XM l 

Protective Groups in Organic Synthesis, T. W. Greene, P. G. M. Wuts^W. W2m 
, John Wiley & Sons, Inc. (1991)*fcE«**t;fc»ftft il&W 

(14-1) frhtt&m (14-2) *Wi&-f2>Zt&-e&Z> 0 (14-1) 14. 

R 1 •#**J* ; f--C**ft'ft1& (6-7) t^-To 

2 ) 2 

Protective Groups in Organic Synthesis, T. W. Greene, P. G. M. Wilts**, W I m 
, John Wiley & Sons, Inc. (l991)*fclB«**LfcaKfttfc * ot\ 

(14-2) (14-3) «iltKi:K'^, 

3 ) X® 3 

Stt&l 1 P*»t*XS2C|B*«*Lfcll9tftfcra«l*^ft^«t-»^ (14-3 
) ^MfrfcW (14-4) *SItSi^tiSo 

4) 131 4 

*ififtl 1 t^»t*X3S3^B«**Lfe*«fefcRI***fe^-t-3^ (14-4 

) frbik&m (14-5) *SjltSit^-elSo 

5) 1315-1316 

tt&&9 1 ~x^2 niam^^M^iiTO^^tci^T, iK&m o 

4-5) frhit&m (14-7) £fcd*-Cfc*o 

7) 1317 

Protective Groups in Organic Synthesis, T. W. Greene, P. G. M. Wuts*^. % 2 m. 
. John Wiley & Sons, Inc. (1991)^fcf2«3 tLfcSHtifc k n*«:*ftt J: o f > 
\l4-7) frhit&m (14-8) ^Slt^ii^tHo 

8 ) 8 

«jftffi8»c*»t*XfilKlB«$*Lfc«jfttti:ra3»4r*ttfcJ:oT. (14-8) 

ffi|E# 2004-3087571 
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: 52/ 



(14-9) «MKt«^o 

Protective Groups in Organic Synthesis, T. W. Greene, P. G. M. Wuts*^. m „ 2 ]& 
! Jonn iuey Tins. Inc. (199l)«UEtt« *tfc«Mc kWlft*S« 
(14-9) frMfrfc* (14-10) Mt5ii:* J -CiSo 
[0 15 3] 

S**) 1 ^***^^)^ *(15-2) T?*S*t*ft^»**:tt*«>iItt. « 

10 15 4] 
Ht4 8] 

dU2 R m 5 - 

(11-5) 



R 6 JltfYli, « til |B*fclWe*<K C (O) N R 1 12 R 1 » 3 

Ange^hem. 108, 1082 (1996). Bioorg. Med. Chem. Lett. 8, 3275 (1998)^etrahed 
ronLett. 32, 1779 (1991)*CWK*tLfc«attkW*4*ttK:J:o-C, ft** (1 1 
-5) frbtt&m (15-1) ^MtS-i^^o 
2 ) ~T^f 2 

frhit&m (15-2) srjsia-rscifc^-es^o 

[0 15 5] 

Su?) 1 ^**^*^**©^^ St (16-2) T**^*ft#**fctt**>«^ « 

[0 15 6] 
[ft 4 9] 

lTT< )_Y_NH2 




IS2 

(16-2) 



c (o) r 1 1 4 u\ 2««tn«t?*9. r 1 2 0 5 B a 

) frfcft** (16-1) tfiStiit^^. 

»^5f ^»t*xe7^IB«*ftfe»iti*fcRI*4:^^*^^^ ^-frW (16-1) 

tf><bft** (16-2) fcSHi-rs *o 

[0 15 7] 

1 7 

HilE# 2004-3087571 
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^-s>: 53/ 



* (i) -e&Zfi&tt&ton 3 )^ A (i 7-2) T^Sfraft^fcSfcii-totttt, 

[0 15 8] 
[<fc5 0] 

tju* ^^xt ">our 



(11-7) 



(17-1) <""2) 



R 6 434CFY14, « [1] lB*i:IWC*»K R 2 b fc-ttfC (0) OR 1 3 
0 14, llB1fci:lWC*>*K R 1 2 0 14, »*ifcl 5R«fcBHI"X?**o 3 

1 ) X ^i X 

»jSiSfel 5H45tt*X5gllwffi«Sc$tt/c^^tIW|^*^^ior, (11-7 

) a^t-fr*? (17-D iSiitl-^ik^iSo 

2 ) X^ai 2 

««&6 ^ttaxeTKiam^ftfciijSttfcn****^*^^- ^ m (1 7_1) 

*»?>ft#W (17-2) fc**T?S*o 
[0 15 9] 

1 8 

* (I) -C**iL&flS-fr«Od-fe. * (1 8-7) T?*$*L**frfr*4;fctt*<0ia. * ( 
18-10) T?£3 ttMfc^* * tz *54t>^ (18-14) T?&S*t<Mb£"» 

4 fc 14 * t4 , x. If TIB ^t^i:fotllIt^-i: # * . 
[0 16 0] 

[its l] 

R I40 



I S3 



(11-2, < 18 " 2 > 



HOoA^ Y __ R ,0 ooc ^ 1 A^__ HBoe ^^X^V-H, 
R 2bX/N/ XS4 R2 b-^N-N XW R 08-7) 

(18-5) H (18 " 6) 

^WSM^ — R,,UR,UBNClo, lXX> Y - N ^ 

(18-9) 



(18-1D R2D ' (18-13) 




% C (O) NR 109 R 110 f4 



»«U E 1 14, A*®^ 4*143 ^M^-fc^U E *34t>*E 3 14 

attSl! Q(4, 1> 2, 3, 4fctt4**-*- 0 ] 
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1) 181 

) ^Mfc-S-^ (18-2) ^SjltSit^-elio 

2) X>g2 

^ (18-4) Wfk^Jfett, WfftT, ^ (18-2) 0>fb^t/t> 

* (18-3) ?Mb^t> fcKJ: OKiS-rSi fc^tlS. LTti 

t tz\±7rfrvr*&m<n^mv^*&&M^&m? bfi& 0 ^m&&mt lxh, «*. 

[0 16 1] 

3 ) X^S 3 

* (18-5) ©tt-g-fcli. Hfc*fett«Ulf<0#<£T, 5* (18-4) Oft 

*^if5,ti*o aufefcu-rti, Oimti-yw** *wkyf->A, 

L < ttjMtftx U * A ir^TKm^T ;v * te*BMfcT * * U OtMM 

/-;K % t < ttifvv^'; 3-W7^3-^tti§I> 1, 4-v*3^>> 7- h 
7kKn77 yfox-f )H^ifflif bfi, a fib <om& #ilt-e* o T *> «fc v^o R 
JfcfflSEW:, l*)50t~l)2 5 0TC©IEH*»fc»^S*L*o ^CDgK^T. ffrft* (1 8 
-5) OBo clfe3&»»«*$*tfe»^Ctt, m&mi K*5ttaX83© (1) KbB*S*l 
fcMitfetra^^^^^-C^ Bo cftfcffv*, (18-5) 

[0 16 2] 

4) XH4 

£*w-*xei Kmmzfitzm&fetftM*ii&^x<>x^ (18-5) 

frbft&® (18-6) SrMTti-*- 

Mv£6 Wtt4IB7 ^IB«$^7 v c^feii|5l»^^i*^^o"C^ (18-6) 
frMfrfrfl* (18-7) *m3&-tSifc**t?§&o 

) *Mfc£-» (18-9) t/5 s T*i^o 

7) X©7 / 

K 7 CEftSnfcWftftkWttWftKio"^ (18-9) 

tf^-ffc-frW (18-10) *Smci:#?ISo 

8) X^8~X^9 aii 
Mfe9H*3lt^.X^l~X82lClEm$tt7c®it^t|WI^^^^io-C. (1 

8-5) frMfrfr* (18-13) tlltSit^lSo 

9) IS10 , 
»jSJfe6C*»t&xe7tB«**Lfc»afttfefcW*4*ftKJ:o'C, (18-13 

) a»ib<fr£W (18-14) t^'tl^o 

[0 16 3] 

WkM'fe 1 9 

s (i) T?&Lzn&4k&yo<o J )*>. & (19-5) -cm. £ ti&n&to * it \t *<d&, ( 

mSE# 2004-3087571 
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<*-*J l 55/ 



19-8) xmz ft & it&m tfzitzom., (19-12) xmzn&it&mz 

[0 16 4] 
Hb5 2] 

«9 J r R6 r«°-eV^ 9 r R ° 

X V^Y-NHBoe^X ^jnr^^HBoc"^ 
R 2b-^N. N Ig1 R 2b>^N. N J-* 

(18-2) (19-2) 

R i- f 15 o r R e r is v/ r1 ? r R6 r150 ^ r1 S r R6 

HOOC^N VV-Y-NHBoc _R 130 OOC^nVV-Y-NHBoc—^ "'^^jfVv-NH, 

R 2b^N. N IS3 R 2b^N. N XS4 R 2b -^r„ s ; N 

(19-3) H (19-4) 0 ' 

p112-N- R 113 

J< K n 151 p1 51 a 

R iso , R o r R 6 r 150 \/ 9 r R 

» >2 R 113 NC(0 ^V^ Y NHBo ^11 2R 113 NC( o ) ^^^ Y . NH ^ 
Ife7 R 2b^N. N I S6 R 2b^N- N 



(19-7) 



(19-8) 



R R (19-1D < 19 " 12 > 

k*, r 6 jjivyb, a en mmtmmx$>*), c (o) nr 1 1 2 r 1 1 3 « 
mmmi oBtfcWi-c*^ r 2 b a^tfc (o) or 1 3 0 t±, sarai ik** 
h*t»**k c (o) r 1 1 4 a, m^fei 2ga*fcra«i-c*«5^ m 2 a, 2 B a 
«fcra«-e*)i9. r 1 5 0 a, is [i] mmoR 1 tvxm^ft^r^^^m^m^, r 

K^, a Visits, ^>^;v*-;vt^rvi, ^ciip-^iv^Ji'^-^t*^*^ 
«i-o ] 

1 ) ICfM 1 

Heteroatom Chem. 6, 71 (1995), Tetrahedron Lett. 37, 3307 (1996), Bull. Soc. Chi 
m Fr. 350 (1987), ^KlBttS tlfctUtfe t Hfcfc^tfcfc J: o T, ^® (18-2) 
*Mfc^» (19-2) OTt4-W s tHo 

2 ) IfM 2 

Tetrahedron 55, 5623 (1999), Bioorg. Med. Chem. Lett. 7, 2477 (1997), "Compreh 
ensive Organic transformation", R. C. 5n-^f, VCH publisher Inc., 972-976 (1 

989), mzmmztitzi$&T$tmtmmttm-£<>x. it&m (19-2) ^Mfc^/ (1 

9-3) ^W^-^^-ei^o *lgi:is^-c, (19-3) ©Boc**»K 

icio-r, Boc^b*^, tt^t; (19-3) * o 

3 ) ZElfS 3 

) frbite&O (19-4) ZM&-fZ>ZttfX%Z> 0 

4 ) X^g 4 

3Rjftife6t*»t*xe7CE«$*Lfc«atti:n#*^tfeKJ:or. ft-frW (19-4) 
frbik&m (19-5) istjt-tatfc^^So 

aifiifeioc^^axsiKiB^tLfctiasifekW*^*^*- 3 ^ (1 9-3 
) frbtt&m (19-7) ^ts:twiSo 

»astt6K:*^*xfi7»wiB*$tLfciiaftkra#*^r*fe»-i^^ ft** d 9_7) 

ttiSE# 2004-3087571 
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^-i? : . 56/ 



frfclfrfrto (19-8) fcssm-r&c: t^-ei&o 

9-3) frMfrfr* (19-11) *«ltKi:#t?IS. 
8 ) X® 9 

) frbit&m (19-12) t^-e^o 

[0 16 5] 

^(i) x^M^m<o^%, * (20-5) ■«** L *^***S2*2 tt i.£i 

(2 0-7) T^Mft-fe** /cli^-^ti. ffdx.JdTT!BH7Pi"^ft^<Eo'^»iaS 

[0 16 6] 
Hfc 5 3 ] 

R e o o ^R 8 R 2c — o'- 

9 r- R _,. H r ola U / (20-3) 



T .... „n.ix (20-2) 



O (6-6) (20-D 



N 



R 2c 



I I /> — Y— NHBoc 
(20-4) (20-5) 



I Ig5 

R Q ° 

(2 



) T -. , 

R2C ' (20-6) 



*h r 2 c -q 1 t*> « en %m<DR 2 iSi^R 3 fcb-C^^tL^Sm^tLT^iV^ 
**->***U R 2 c -Q 2 tt. * [1] Ktt^R* *^R 3 * LT **^*^JL 

U M 3 Its Uff A> *V^A, -fev^A^^-To ] 

1 ) X@ 1 

"Comorehensive Organic transformation", R. C. ?n?*^, VCH publisher Inc., 97 
2-976 (1989), Eur. J. Org. Chem. 1353 (2000)* KB** H**:*ifefcJ: 
oT, ft** (6-6) frMfrfr* (20-1) ttttKW**. *X»JC*V» 
T ft** (2 0-1) ©Boc*#tt«*S*tfe*-frKl»±, «jftttlKi*»t*Xe3© 

(i) Kmmzfrfcm&mtmmttmzx^rs boc»\ K&m (20-1) 

2 ) 2 

"Comprehensive Organic transformation", R. C. 7 n*** VCH Publisher Inc 97 

2 976 (1989) Eur. J. Org. Chem. 1353 (2000)*fcIB* 3 

Jt M(2 0-l) (2 0-2) Mt^t^^oCT^ 

V>"c" <fr&W (2 0-2) OB o c £4*JBtfM£ 3 > »at*l fc*3tf*IS3 

© U) fcBftSftfc***^****" 0 ^ BocttfcfxV^ (20-2 

3) 111 3 

ffi|E# 2004-3087571 
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^-v : 57/ 



Heterocycles 52, 253 (2000)*fcEttS titzUM&t * o (2 

0-2) ^fe-fk-ft* (2 0-4) Srfijft-tStfc^-Ci*. 

4) X^4 

»atfe6C^»t4Xa7PfB*$*Lfciiailtt4:n#**ttfcJ:or, tt^tJ (2 0-4) 
jfrlMfrfcto (2 0-5) 4:^14. 

5) X®5 . „ 
<k-£^ (2 0-4) WQ 1 ^IflS^O^, "Comprehensive Organic transformation 

R C 7 0 7^1, VCH publisher Inc., 972-976 (1989), Eur. J. Org. Chem. 1353 
(2000)i»t|B«t*tL*:»«fti:ra*ft*feHJ:-pr, lk^ (2 0-4) ©Q 1 
**>f Kfcfc&Lfc'ffc'fr* (2 0-6) ^^-r^Ciii^^So 

6 ) m^i 6 

Miti*6Hi3^4X5g7^iEm^^^&fc«^*^^ J: ^" c ^ ft^* (2 0-6) 
frMk^W (2 0-7) *Hlt^-i:^i4o 

[0 16 7] 
S&ifc 2 1 

ffrfrW (1-9) te> 01x.lJTIBl^t^ffii^c tf - 4o 
[0 16 8] 
[<k5 4] 

I V HN -r 



HN ^ _ 

y-OH X«1 NHR 200 



O (21 . 1} (1-9) 



R 200 l±, SB&iUiaiftfcPWT?**). R 7 *3«fc£fmli:£pi [1] lB«kR*t?*>* 

o ] 

1 ) IS1 „ ^ 

J. Org. Chem. 58, 879 (1993)*fcE*3 oT, <k*«f < 2 

1-1) frhit&m (1-9) *„ 

[0 16 9] 
Mia'^ 2 2 

<k^® (1-11) 0B^tfTffi^-t^Hfi£o"t:«i£-r4ifc^i*o 
[0 17 0] 
Hk5 5] 

Rp . / II HN 



h 2 n- i-rm/r -oh — ■• . fl — xaj D » > NH2 IWJ 

NH 2 X*£l (22 _ 3) 

(22-2) V 7 

(22-1) k ; 

HN ^R 7 HN^ 



cMjHR** XH4 NHR 200 
(22-4) < 1 " 11 > 



R 200 ti, tUft&HMfcfclW?* 1 ?. R 7 *5J:tfm»±# [1] E«fc EST?* *) 
, R 6 0 t±. if^**t. ] 

ffi|E# 2004-3087571 
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1) ISl 

Vi&m (2 2-2) l±, T^-JVM'K ffrfr* (2 2-1) £&4fcf-*~JVtBOS 
y-/U*«Wb*t*o Mft-JKOftfflf t Ltli, *fc#i» (2 2-1) fc*J-L»1£2 

~ i ommL<n>i$mfrhm>R%frh 0 Matii, &-9 o°c~**>3 owmmfrb 

[0 17 1] 

2) IS 2 , v , 
ft-firtfc (2 2-3) 14, <fr&*J (2 2-2) *atifefcJRj63**£ J: •) 

thv^A, cAtw^tLSo sasaKi^ &3 ot-nn o oroi&a^ 

10 17 2] 

3) IS 3 . 
TProtective Groups in Organic Synthesis 2nd Edition (John Wiley & Sons, Inc.) 

j £ i?i<z%im.ztix^z>jfmm t iw&^k * o t\ w&m (22-3) *m&£» ( 

2 2-4) *fiIt^i:^ f tiSo 

[0173] 

4) IS 4 _ 

(1-11) i4, ^{SttiSf, (2 2-4) *«7G*!]fcJRJ&S**£i: 

i;^7 >f WibiiSo T^tttlii fCIt r > 7 1 KD 7 7 >^ 1, 4-S>**-9- 
> N ^tLfbOil^M^^lf e>*t*o Rlt^St LT14, 01xJ4\ *tft'Jff ATA' 
5-^A*ffiv^»^ti*Ej-2 01C~^4 0"C<O|£H^<ba^$^ y#9^*fflv^&» 

[0 17 4] 

( 1 - 9 ) <DJWfclft&0!l LT, ( 1 - 9 a) ( 1 - 9 j ) <D 

"frJfcWfcJBlTfca^o (l-9a) (1-9 j) 14. ^±^$*t& 



[0 17 5] 
Hh5 6] 



WO 02/48138 

J. Chem. Soc.. Perldn Trans. 1. 2233 (1999) 



HN^V-X 4 

NHR 200 

(1-9a): X 4 = CH 3 
(1-9b):X 4 = CH 2 CH3 
(1-9o>X 4 = CH 2 CH 2 OH 
(1-9d>X 4 = CH 2 CH 2 F 
(1-9e):X 4 = H 

**(_/ J. Org. Chem. 44, 2732 (1979) 

_/! NHR 200 J - Chera So °" PerWn TranS ' 1 " 2233 Cl " 9) 



F _V S NHR 2Q0 
<1-9g) 

"Q 



NHR 200 



J, Org Chem. 44. 3872 (1979X 

J Chem. Soc, Perkin Trans 1, 2233 (1999) 



Arch. Pharm. 322, 499 (1989) 

J. Chem Soc, Perkin Trana 1, 2233 (1999) 



(1-9h):X 4 = CH 3 
(1-9i): X 4 = CH 2 CH 3 
(1-9j): X 4 = CH 2 CH 2 CH 3 



(1-9f) 



[5t+. R 200 l±. B o c tfcliC b z Sr«i- 0 ] 
[0 17 6] 

(l-9e) O^m^ii. lftm&*m^2>Zti>XZZ>o ft-frW (1-9 

hensive Organic transformation", R. C. ^n?**, VCH publisher Inc., 1989 SB 
[0 17 7] 

tBfE# 2004-3087571 
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^-v: 59/ 



ft** (1-lD kLT, flS*» (1-1 la) *feft*» i 1 " 1 ^ 

) ©^jfcWfcEJTFfc*-*-. ft**l (1-1 la) Mt&m ( 1 - 1 1 i) HS^±fr^ 

10 17 8] 
[ft 5 7] 



WO 01/27062 

J. Chem Soc . Perkin Trans. 1 . 2233 (1 999) 



Int. J. Peptide Protein Res. 40, 1 1 9 (1992) 0-110 
WO 01/27082 

J. Chem. Sro.. Perkin Trana 1. 2233 (1999) 



hnQ 

NHR 200 

(1-11a) 

"Q 

(1-1 1b) 

F— NHR 200 
(1-11c) 

F— ' NHR 200 
(1-11d) 

W N )"" oH Tetrahedron: Asymmetry 1 1, 567 (2000) 

NHR 200 d Chera SoC " PerkinTnana 2233 Cl999) 
0-1 1e) 



NHR^ 
NHR 



Chem. Eur. J. 6, 2830 (2000) 
WO 00/26332 

J. Chem Soc . Perkin Trans. 1. 2233 (1999) 



US 4413141 
WO 01/27082 

J. Chem. Soc., Perkin Trans 1. 2233 (1999) 



Tetrahedron: Asymmetry 8, 327 (1997) 
WO 01/27082 

J. Chem Soc. Perkin Trans. 1. 2233 (1999) 



(1-1 ig) 

OH 



Vjhr 200 
(1-1 1h) 



$#^2002-525325 

J. Chem Sec. Perkin Trans. 1. 2233 (1999) 



Bull. Chem. Soc. Jpn. 53, 2605 (1980) 
J Chem. Soa. Perkin Trans 1,2233(1999) 



Vil^soo J. Chem Soc. PT1 499 (1972). J Chem. Soa. 
NHR ^ Perkin Trans. 1 . 2233 (1 999) 

(1-110 icffitta^fcfcfie?. 



J. Am Chem Soc. 80. 2584 (1958). 



[0 17 9] 

it&m (1-11) 



B o c ttzliC b z Sr^-fo 1 



(Dgtifctifttefflb tt, ft 



ft^ (1-1 1 i) 



ft (1 - 1 1 j) * 
frfeft-fr* (1-1 



1 v) 



I (1 - 1 1 v 



[0 18 0] 
[ft 5 8 ] 



NHR 200 

(1-1 1j) 



J. Chem Soo Chem Commun. 611 (1981). 
J. Chem Soc. Perkin Trans. 1, 2233 (1 999) 

(rf 00 ^7X*l» : ? , Ca&51-1 1f)€ 

J. Chem Soo. Chem Commun. 611 (1981), 
J. Chem Soc, Perkin Trans. 1. 2233 (1999) 

fc^»(i-iiti€ffl»JRflu:. 

J Org Chem 44, 3872 (1979). 
J Chem. Soc. Perkin Trans 1. 2233 (1999) 



(1-110 

F 



V ~ J. Chem. i>oc.. reran i 
NHR 200 [ZtttO^mzifc^. 



™0° 



HN > Tetrahedron Lett 40. 5609(1999). 

N — ( 2do J. Chem. Soc. Perkin Trans 1. 2233 (1999) 

(l-l1o) NHR KK*W>a»Kfi»- 

Hi/ S — Y 2 
NHR' 



(1- 



J. Med. Chem. 35. 833 (1992) , „ 

"Comprehensive Organic transformation , 
R C. v 1^. VCH publisher Inc. 1989. 
J. Chem. Soc. Perkin Trans 1. 2233 (1999) 

•Hp): Y 2 = (RK6H5 
-11q): Y 2 = (S>C 6 H 5 



V J Org. Chem 44. 3872 (1979) 

V K|ue200 J. Chem. Soc. PerWn Trans 1. 2233 (1999) 

\\ —\ 1 rrv 

Bull. Chem. Soc Jpn. 64. 2857 CIS® IX 
J Chem Soc, Perkin Trans. 1. 2233 (1999) 

(1-1 1n) NHR 3 " 



NHR 200 
(l-11r): Y 3 = NHS(0) 2 CH 3 
(1~11s): Y* = NHC(0)CH 3 
(1-110: Y 3 = NHCtoXDeHs 
(1-1 1 u): Y 3 = N(CH 3 )0(O)CH3 



(R 200 ^7K^^T$>51-1 1 0 

"Comprehensive Organic transformation". 
R C. VCH publisher lno.. 1989. 

J. Chem Soc, Perkin Trans. 1. 2233 (1999) 
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J. Chem Soc. Perkin Trans 1. 2233 (1999) 



(1-1 1v) 



WiR 200 
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#H 2003-306948 



^-^ : 60/ 



[55*, R 200 (±, B o c t/cteC b z £«-To ] 



10 



ft* 



18 1] 

(i-i i ) <D&foM*M t t-r , 
) <7)M*aTC*to ik&yo (l-i lw) 

. 10 18 2] 
[ft5 9] 



(1-1 



lw) 

& ( 1 - 1 1 dd) 



i ( 1 - 1 1 dd 




(1-1 1w): Y 4 = 2-CH r C 6 H 5 
(1-11x):Y 4 = 3-CH 3 -C 6 H 5 
(1-11y):Y 4 = 4-CH r C 6 H5 
(1-11z.):Y 4 = 2-CH $ 0-C6H5 
(1 — 1 1aa): Y 4 = 3-CH 3 0-C 6 H 5 
(1 -1 1bb): Y 4 = 4-CH s O-C 6 H 5 
(1-11cc):Y 4 = C 6 H 5 
(1-11dd):Y 4 = CH 2 C 6 H 5 



(1-1 1n)SaSf8IS*M=. 04*1* . 
"Comprehensive Organic transformation , 
R C. 513*^1. VCH publisher Inc.. 1989 
. J. Org. Chem. 66, 3593 (2001). 
J. Prakt Chem. 342. 421 (2000) 
Tetrahedron Lett. 36, 5611 (1994). 
J. Or*. Chem. 53, 5143 (1988) /o _ 
Bioorg. Med. Chem Lett 11. 1281 (2001). 
J Chem. Soc., Perkin Trans. 1. 2233 (1999) 



10 18 3] 

(1-11) t±> ttD-^JV-f^^f'^ ^fcK&^g^JET* 
^fcfitjKte "Comprehensive Organic transformation", R. C. 7n^| 
r Inc. , 1989KIE1R £ tLX v> & ^S^rt^f ^Wo 

[0 18 4] 
Hits 2 3 

w&m (1-1 

[0 18 5] 
Mb 6 0] 



VCH pub li she 



3) ti, mttfTm~*1r^m~^^lit1r2>zttfx^2> l 



HO ,NH 2 



NHR 




,200 



Xfi3 



(23-4) 



£ o ] 

TProtective Groups in Organic Synthesis 2nd Edition (John Wiley & Sons, Inc.) J 
i^Si»*trv?**i^kW»«*KiJ:oT. ft** (23-1) ***** 2 
3-2) ifc*% (2 3-1) J- Org. Chem. 50, 4154 (19 

2 "cSeh^ive Organic transformation", R. C. ?ny**. VCH publisher Inc. , 

2 004-3087571 



2 0 0 3 -3 0 6 9 4 8 ^- S> : 61/ 

1989 Hiam 2 *Lfc 2f & K ± o T , ft** (2 3-2) (1-13) *M 
[0186] 

ft#» (1-12) fl5*#W*«i:L-C, ft^-fe (1-1 2a) frfcft** 
) o««tttTK*t. f&Mfc (1-1 2a) fhbtt&m (1-1 2aa) |±> 
#**i*tt**tr. ft&M (1-1 2a) *fcft*« (1-1 2aa) tt, WO 
O1/74774, "Comprehensive Organic transformation", R. C. 9ny**, VCH p 
ublisher Inc., 1989CB«**Lfc*ttfc«oT, #T &* o 

[0 18 7] 
[ft 6 1] 

H 2 N NH 2 HjN, „NH 2 H 2 N, ^1H 2 H 2 N, JJH 2 H 2 N, ,NH 2 $iH 2 

9 9- Q a. <=U,° Q 



"OH X , >Me (1-12p) d'Y^ 5 H 

(1-12a) Ml (1_12k) C1-12U) l^ 1 0=f=0 

mu NH ^ H 2 N^ ^H 2 H 2 N. ,NH 2 (1-12y) I 

M 2 h ( £% 2 O O H ^ H2N M NH2 

^ H 2 N, JMH 2 (112v) 0 0= V 

HjN -, (1-1 2g) <^S H a ^ JHH, >"\ 

(1-12o) n H2N -. (1"12r) 5 V/ H^_jHH 2 

HjN, J«IH 2 (1-12*0 (~\ . j />~ 

H 2 N, .NH 2 \_ /^oMe H 2 N, .NH 2 11 

^foH Q «-.« Qjl 

d-12* (1 . 12 j- h = i w iH2 (1 - 12s) /-y 

H 2 N. JNH 2 H 2 N. .NH 2 ^) .NH 2 \—/ (1-1 2aa) 




H 

P U_M M 0=S=0 





(1-12e) (1-12j)^ d '"l 



[0188] 

ft*^ (1-12) L-C. ft*« (1-1 2bb) *feft** (1 "i 2 " 

) <o*jsw*£ith^o ft^w (i-i 2bb) ^<bft#w (i-i 2tt) 2\ z^i^ 

***L*tt***o ft-S* (1-1 2bb) *fcft*» (1-1 2tt) Ji. flxtf,WO 
01/74774, "Comprehensive Organic transformation", R. C. 7 o 7 VCH p 

ublisher Inc., 1980CB«**Lfc^ifeK(l£oT, fc#T**o 
[0 18 9] 



2004-3087571 



#M 2003-306948 



^-v: 62/ 



[ft 6 21 




£ *l (b © & * ^ * ^ ^ RIS «r *M L tz& 2. tz it v> < 

aUro^t-fifeoTff 7 -1 (fllx. If. Protective Groups in Organic Synthes 

is, T. W. Greene, P. G. M. Wuts^. *2)Su John Wiley & Sons, Inc. (1991) KB 

rfnFne?^;^ frfWf *u T S y tLX ii tert - ^ * * * 

gyfeii, «> ^<o«<o^«T, ^tM^-'K ' 
f 7 t Fn 7 5 >^ Jf«tt«HS i t Ci^l l*t ^ - W ! t ttz, te 
rt- r f - * V * * * V /u*<0«&£- t± . «x.tf7yft7 t l-5W7V*-'JA <0^«T 
ff7tFn77>^Wil*tiif^^t^o 7 5y*<7)«Il^i*it te 

^fh7tFD77>, ?DD*W, -£tM 

o 

iii^ti/*«r«SI-r*»^«KWJI8fc LTfci. ^!lx.iftert-yf-;v^^xJV. 

UiiE# 2004-3087571 



#11 2003-306948 



: 63/ 



tiVM^fJK mr< Y%Wm?htiZ>o Z<D£ 3 )%Vm&<nfe&te> text-?** 

;v b^x-r^O**^ flflxJ^ -£"7.M*y-;K ^Tltx h 7t Kn7 7>> ^"7X1, 2 

# iJT^S-f SiiiKJ: ^frft, 175 KOft^li, £Ux.if> ML M^ii'^^ 
^T, -§tM*/-;K ^Tfcr t>7^ Kn7 9>ftifO»*+ , T?RJiB***ifc^* 

[0 19 2] 

* (i) ft* :z3itetf?vf- #*«tt*<fr** , **<b«>*'Mft* 

L/ : ^T> iiit,[i7-b?#i: LT, t tz it, ft^ffiteo ffiS&#*WB ^ ft*:** £ 

ft^MI.'Ztib <Dit^ft&m-2:%lV>1i& * o Tt>#J1" £ £. t i * . Sf S L < »± * 
^ffitt^#J^J * Rf&K <fc o f 7 -fe 5 (b v*7 X r Vt^-Wt^o * 
<D *J 7 7s 7- V W x. fcttMWttAfc i?tf><2r*n t * ^ -Ct>#J1- ^>-i* J 

[0 19 3] 

tisgteojiMftflfc. &sv>»m> vifi> «^ 'j'^, 

7 x a ;nf >m*o3ir*Bi3W»f ft* o 

[0 19 4] 
[0 19 5] 

^Ki, ^k^jb-t***^ mm^mmtLx, mumttzmmnm mm, » 
zzbwoz&o mn&^oizvxDi&j&mtLxit, mm, «*k *.*u 

If, tjEftfflTfcteflk <i> L < tt?*te#K IfcW&k n->3>^ irny^a 

fflii> 9 ^^t*^^J; ^> *fcA#«>*JUL ^tk ttSU, JfiHK, 

a-srt4jaA(M5o kg)nwLr. *ni<?)-ftt^7V-^i# 

Z<Dzfv Y*7 y ?ttz\t-?:flb<Dm&&ll~%f®ZtL%>&** 0. 1-1000 mg/B , fflF £ t 
< Jil-300 mg/Q* 1 B lW*tzk*2%^L3®frfrl1rX®.*3-1rZ 0 Ztz, ^cB~M^ 
i liJiS#i-sc t i>Xi* So 

[0 19 7] 

£ tz N t|s:|§bj - mi± tf 7 V*- JVfl WaK9y/ifcliW ©l^K ^ W 1 
[0 19 8] 

tHliE# 2004-3087571 



mm 2003-306948 



^-y: 64/ 



[H»J 1 ] 

[0 19 9] 

Hi&tfU i 

2-[(3R)-3-7 5 y tT^'J v^-l--f )P]-3-(2-^nn-5-7A'*n/< , /y*)-5-> ^;V-6,7 
KntT9Vn [1,5-a] M. *7 V ^-4(5H)-* > 
[0 2 0 0] 

[ft 6 3] 

ci. - a. 




NH 2 



3-(2-^'nn-5-7^tn^Vi?;V)-2-3- K-5-* ^;V-6,7-v t: Fntf^Vn [1,5-a] tf 
7V>-4(5H)-*>(420 mg), (R)-tert-3-^^ tf^U v */t> - b (400 

mg) , &BH:~>*A (652 mg) . $S i l>* 3 9 ft* (9. 5 mg) On-7*fD - > 'J * (5 ml) 
!Ri«ift*£tflf*U llOt^OB^m^U $?>t-3^ftSH (20 mg) £flDx.T |WJ*&g-ei0B# 

xf;v=l/l) t»«l, £J» (100 mg) Sr&fco (4 ml) 

»«tni2Na»*. (2 ml) *£»T?fln;U MIL. R(SiSifc**E**fiLfco »8tfc 

1,^97^- (i/V^y;v, ^nn*;W ? y -;i/ = io/l~* nn*;VA/y 
/>«jif*7 5 > = 10/1/0.1) "C5M!-»»U (1 mg) *#fco 

J H NMR (400 MHz, CDCh) * ppm 7.33-7.27 (m, 1H), 6.85-6.79 (m 1H), 6.76-6.70 (m 
, 1H), 4.32-4.18 (m, 4H), 3.79-3.72 (m, 2H), 3.20-3.12 (m, 1H), 3.10 (s, 3H), 3 
.02-2.93 (m, 1H), 2.90-2.76 (m, 1H), 2.74-2.66 (m, 1H), 2.57-2.48 (m, 1H), 2.10- 
1.10 (m, 4H). 

MS (ESI+) 392 (M + +l, 100%). 
[0 2 0 1] 



2-[(3R)-3-T 5 J tT^V v >-l-^f >V]-3-(2-* n o-5-7;i/^n^>^;V)-5-> f-^ 9 
V*o [1, 5-a] tf 7 V >-4 (5H) > 
[0 2 0 2] 
[ft 6 4] 

cu - CI. 




NH 2 



3.(2-^no-5-7;vtn^> V ;v) -2- 3 - K-5-^ -f- >V tf 9 '/n [1. 5-a] tf v V y-4 (5 H) - 
*V(100 me), (R)-tert-3-rf-;VtT^V v ? >-3-'f ;V*^y- h (96 mg) . *Bft* U 
(102 mg) > ifK^'j3-)V (30 mg) , £ J: IF 3 ?ftiP] (2. 3 mg) ^V7*n 

ffi|E# 2004-3087571 



mi 2003-306948 



i—v: 65/ 



\£)V7)va-)v (2 mi) mmmzmmwovx-sftm. iiot;^2oi*H*#Lfco^MS-e 

ML, (25 mg) J"-* (5 ml) fcifcfctfltifclft*. (2 

mi) 2wiu;o jR&«**E*»u aatKiiWL«*aix, m 

0 ^te-t^tflliMWt > 'J ^^i, iEtiL, M^)S»« (2 

X H NMR (400 MHz, CDCh) 5 ppm 7.35-7.30 (m, 1H), 7.28 (d, J = 5.9Hz, 1H), 6.87- 
6.80 (m, 1H). 6.74-6.69 (m, 1H). 6.44 (d. J = 5.9Hz, 1H), 4.45 (d, J = 17 4Hz, 1 
H) 4.38 (d, J = 17.4Hz, 1H), 3.46 (s, 3H), 3.35-3.28 (m, 1H) , 3.20-3.12 (m, 1H) 
, 2.88-2.72 (m, 2H), 2.61-2.53 (m, 1H). 1.89-1.80 (m, 1H), 1.72-1.17 (m, 3H). 
MS (ESI+) 390 (M + +l, 100%). 

\mm 3 1 

[0 2 0 3] 

uu-5-y)V*w<>i?)\>)-2-B- K-Wf*-6,7-Vli Kntf^/n [l,5-a]tf 

7v>-4(5H)-t> 
[0 2 0 4] 
[ft 6 5] 





*JB-Y*9y (5 ml) &S.TfWmWL4 (2.2 ml) Ol^lt> 2-7 5 7-3-(2- 

^nn-5-7Hn^> y ;V) -5-> *-/u-6, 7- '7 K n fcf 9 v*o [l, 5-a] fcf 9 y >-4 (5H) - 



(m, 1H), 
3.04 (s, 



6.47-6.42 ( 
3H). 



(0.98 g) mifttT#/;o 
*H NMR (400 MHz, CDCh) 8 ppm 7.28-7.23 (m, 1H), 6.79-6.72 
m, 1H), 4.42-4.37 (m, 2H), 4.11 (s, 2H), 3.73-3.68 (m, 2H). 
MS (ESI+) 420 (M + +l, 100%). 

mnm 4 1 

[0 2 0 5] 

(2- * n u -5- y * n ^ y y ;v) -2- 3 - K-5- >f^^9 7n[l, 5-a] fcf 9 5? > -4 (5 H ) - 
[0 2 0 6] 

lite 6] 





y 3 ->Vr/ (5 ml) > (2.2 ml) Wl«i:2-7^-3-(2-^ 

n-5-7 ;v t n ^ '/ ^^)-5-^ f ^ t° 7 [1, 5-a] f 5 >4(5H)-t > (1 g) 

tBUE# 2004-3087571 



mm 2003-306948 



\ 66/ 



fitzmU^^BM^^/^^^y (III 1/3) *>S§-$:i#-U 6±fe?:^iLti 

m<ommm (0.77 g) t-c#fc 0 

J H NMR (400 MHz, CDCh) 5 ppm 7.44 (d, J = 6.0Hz, 1H), 7.37-7.32 (m, 1H), 6.88- 
6.81 (m, 1H), 6.56 (d, J = 6.0Hz, 1H), 6.51-6.46 (m, 1H), 4.34 (s, 2H), 3.49 (s, 
3H) 

MS (ESI+) 418 (M + +l, 100%). 

mums} 

10 2 0 7] 

###)3 

2- 7 5 J -3- (2- ? n u -5- 7 )V it u ^ > V )V ) -5- * f - JV-6, 7- v F n tf -7 V n [1 , 5-a] 
7y>-4(5H)-i> 
[0 2 0 8] 

lite 7] 




H 



;v 3-7 5/ -4-(2-^DD-5-7JVtn^> V ;b) -1 H- fcf 7 V*- ^-5- * v V - 
b (24.0 g) , 4-(vVf;VT? v>> (9.8 g) , £ £ IT h U if-A'T 5 > (56.1 

ml) b7tKn77> (200 ml) -BmV-tert--?** (70.3 g) 

Tin*., rafflSE-C2«Fiai»^, mST^««L/io *.«:Sn^Bi^^-eatBL, 5% 

mwiTkm* u * atmm-c^ji *3ia«stMk fttftrttatdccffii* u sft 

HtHJ^A-egiUo %iSU *«t**ffiaiiaL, ^*ft (60.5 g)*r»fco 
$Ltium<0** (200 ml) Ml'TKm-fb^" h U S A (12.9 g) O7K (IOO ml) i&flfcfc 

in A, 50rT?6l$W«*Mfc, M-CfWdfclltfco ****E»I»U 5%«i»7K** , J 
^AtK« (1000 ml) *tnx.-C8M4^L-C, mm^^ (400 ml) "C'2IllWffi Lfco 

t\ (35.7 g)*ftfco #&J&!» (17.9 g) ©^f^A75 K (100 ml) v# 

jfcfc, l-HFnty^>X>'J77-;V (6.16 g) » X XM-* f;v7 5 y ^9 J -fr (3. 
03 g) &ira;i> ECttil-if ^-3-(3-y > f *7 5 J -/ntf/LO 5 K (7.72 

g) *2M£Tj&n*., RIfflLaE"Cll^KI«t*L, £ffl^*£fcifc1tLfco (500 ml) 

J&ritiLfc8hBi*fcau W^^-Wnn^vA (Sjl/1) 
*«JE«ttiiU B«^^y-;v/h;v^> (#&1/1) *iJn&T*ffifc»l'"C3£a£ s H»fco 
%»«5*Jl*ftBl*^^ (500 ml) "CttffiU ffrfO^Tfc (300 ml) "CifeifrU fltBlf- h 

m (24 8 g)*»fco *4JjEftoy^fW^A7 5 K (100 ml) ^:>U7x-;V* 

^ 7 r/ (15.8 g) *unx.. $ <b KGaJMb^fR (20 g) ^WfrTiraa.-craittft-ris^ m. 
u^mmmw^tzo EUB&mz&st* v * (16.7 g) *in*., 70 < c-e2^ram^L^o 

tai-e^m (500 ml) &~#U ftflfctf-*/ (300 ml) -C20ttm Lfco 

fe^Mt*. (300 ml) "C2ia«s»U tWD*tt*-C«fe»U MJ±lft$ii" ^^i:t"<tot 

(48 g)£#*r 0 (200 ml) »tKi*12N*Bft*. (100 ml) *JD 

x., ^?a-e«WUfc 0 »tt*ttJE«ttU 3NJ^m7K (200 ml) isXV 1 * (300 ml) * 
(500 ml) Ctttilfco 'J* A*in*^ TJV* Uttfc L 

?nn*;t/A (300 ml) T?2|MHiLfco ^*>^*:^$SJf £3&#0^&7J^ife^U $E& 

mum 2004-3087571 



mm 2003-306948 



67/ 



;v/**/-;i>=io/i)-efl-8i- »*Lfco »e»*LfcJBl*W* b;vi'//A^t> (&1/2 

) -e^a. Kt-mLxmmvB&jm (3.9 g ) *efeH#fcLt^o 

X H NMR (400 MHz, CDCh) 8 ppm 7.32-7.28 (m, 1H), 6.98-6.93 (m, 1H), 6.86-6.81 ( 
m, 1H), 4.20 (s, 2H), 4.22-4.18 (m, 2H), 3.75-3.71 (m. 2H),3.62 (s, 2H), 3.11 
(s, 3H). 

mmm 6 ] 

[0 2 0 9] 

2-75^-3-(2-^nn.5-7;i'tn^>yjV)-5-^f^t:77n[l ( 5-a]t?7y>-4(5H)- 



[0 2 10] 
[it 6 8] 




H 



3-T u-4-(2-^nn-5-7JVin/<v v ? ;v)-lH- tf 7 V- ;v-5-# ;v*~* v V- 
h (24 0 g) , V^f;V75 y tr»J v> (9.8 g) > b 'Jxf;V7 5 > (56.1 ml) 

OxV9iiKn77> (200 ml) j#f£K. r^BS^ -tert-^^;V (70.3 g) ^r^TiJP 
x., (WlzaS-t?2B#F^am^ IfitMiL/:o 7X=Srinx@^m^-f-^^t:ttm U 5%m 
m7jc«* ') >7A7Kv#m^-C^/i^3[l]^^ f£tfDmW7)c, ^^7jc-et5fe^L, IS 
itPJ7Atm ^?£&^I±MU (60.5g)^#7^ o X.K*$LJ& 

m<D*9S-^ (200 ml) «IC^L, tRM^ h V -7 A (12.9 g) (100 ml) 

£flD;i> 50 £ CT-6B#F^^m, |fit«MU:o j#$t£M£MiU 5%«H7KSt 
*V7A7jcM (1000 ml) U I^m^-f-^ (400 ml) -C2®»aiL£o 

, (35.7 g)£#£ 0 (17.9 g) wy^f;V*M75 F (100 ml) 

l-liKD^y^/XHJ77-;V (6.16 g) BitW-^f ^T-b hT^ft F 
^;i/7-fe*-^ (4.8 g) ^Jnx. MMl-xf ;M-(3-y^ f ;V7 5 ; 7*n t» * ;v 
**vM 5 K (7.72 g) ^TKJ^Tinx.. m&MX~mmWtWV, Ifi-C«iL/:o KB 

m^a^^na^ im^^-^-e2iHiwffiL. ^t>^tz^mm^°mn.imij w ^tk^ 
, ^^^^miftisu^o mbtitzmmw***y> (50 «d »tfc£**u 4Ni&m/^* 

(100 ml) =Sr^M-einx.> l^r&)£-?5B#»ttL*:o BU&vtifcK b jH>/A^ft > 
fcfln*., «fffiUfe@'» ! Sr%5flLfeo fte>*LfcB#**fc*#U tt*nMr*fc-CTJi'*y 

CtffilL, *£»U WBWi (4.1 g) *fife@#tL"C#fcc 
*H NMR (400 MHz, CDCh) 5 ppm 7.34-7.30 (m, 1H), 7.19 (d, J = 5.9Hz, 1H), 7.00- 
6.95 (m, 1H), 6.88-6.82 (m, 1H), 6.41 (d, J = 5.9Hz, 1H), 4.35 (s, 2H), 3.86 ( 
s, 2H), 3.49 (s, 3H). 
MS (ESI+) 307 (M + +l, 100%). 

mmm i \ 

[0211] 

##$15 

3-7 5 7 -4-(2-^ n n -5-7 ;v t a ^ > ;v)-lH - ^ 5 y - ;v-5-* v V - 

miE# 2004-3087571 
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s<-*J : 68/ 



[0 2 12] 
[ft 6 9] 



EtO 




(100 ml) Pt>V^A (3.7 g) **.^T^*-foinx., ^t&fcfem-t % * 
-C»L/co 3-(2-^DD-5-7Wn7x-^)^r/-h'j;v (24.0 g) 
VWJx.+A' (16.8 ml) <DJ-*;-)V (50 ml) »«t*M-Ci«TL, SOVX^m^W 

LT, £j» (36.1 g)*mz 0 *C*^*Oi^-Jl' (150 ml) 
t K9v> l*J»to (9 ml) > &WL (20 ml) £*n*^ 80^ T? 3 BfTO# Lfc„ R 

(24.0 g) *&&mfct LT#fc 0 / . 

*H NMR (400 MHz, CDCh) a ppm 7.35-7.31 (m, 1H). 6.88-6.83 (m, 1H). 6.77-6.73(m 
, 1H), 4.30 (q, J = 7.1Hz, 2H) , 4.08 (s, 2H), 1.23 (t, J = 7.1Hz, 3H). 
MS (ESI+) 298 (M + +l, 100%). 

mmm s i 

[0 2 13] 

##$16 

[0 2 14] 
[ft 7 0] 



CI 



~NH 2 



3-(2-7no-5-7;vtn7x-;v)7*n;r/75 K (24.9 g) Oh^V (200 ml) 

*fc, *^^*ftU> (23.66 g) fcttTiJIliU SO'CtWIWII^Lfco RJS#**Sa 

« (24.0 g) **4*tt*kLt1lfc, v _ , 

*H NMR (400 MHz, CDCh) $ ppm 7.37-7.33 (m, 1H), 7.07-7.02 (m, 1H), 7.00-6.94 ( 
m, 1H), 3.06 (t, J = 7.3Hz, 2H), 2.69 (t, J = 7.3Hz, 2H). 
MS (ESI+) 184 (M + +l, 100%). 

immm 9 ] 

[0 2 15] 

###17 

3_ (2-^ n n -5- 7 ;v t n 7 x - ;v) 7"n ^' > 7 5 K 
[0 2 16] 



tfcaE# 2004-3087571 
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3 .(2-^nn-5-7;v*n7x^;v)^n;V^-^ 7vv/F (38.8 g) fii^^fV* 
jVA7? K (0.1 ml) o^xv (400 ml) M^L, i&fl;?- * - * (15 ml) *£3l 
TSfTU ^^WC-C3NfF5^L^o U b;V^> (200 ml) SrjJDX- 

TWK«EE*»L3to 5ftattwh^i> (50 ml) fcinx.*ifcfc Lfco 28% 7 V*- 7*. (2 
33 ml) |:*j|*t^T«TL, RiUfT?30^ £i&-C6B#H*8^ HaLflE"t?**Jfc 

^^^>/^mj-f-^x^mLfc@#^^L> taiuaioiw* (23.6 g ) 

*H NMR (400 MHz, CDCb) S ppm 7.33-7.28 (m, 1H), 7.04-6.99 (m, 1H), 6.92-6.85(m 
, 1H). 5.52 (d, J - 6.4Hz, 2H), 3.06 (t, J = 7.7Hz, 2H), 2.54 (t, J = 7.7Hz, 2H) 

MS (ESI+) 202 (M + +l, 100%). 
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2-^Dn-5-7)VtnfJVxv (50.0 g) ©IHttflifc* (750 ml) *#ffcKN-:?*n^;*. * v- 
F ( 677 g ) ^j;^7 7M7 7f;V->V^ (0.7 g) £tjnx-> fln&SiftT 3 f$IH 

i^L, (82.2 g)*f*fco >^K5A®t (150 g) J: If V 'J if-JWT 5 > (100 

ml) O^W**^ K (500 ml) &K#£jft^tf>i^ JV**~> K» 

tft (150 ml) *7K<tT3 0«**»ifCfl5Tt. -^a-C3 BIBHftllLfco RlSi&ifc*** (20 
00 ml) fcf*U ftSt^*' (1000 ml) -T?2HttffiU -ft-t>*fc#«WI ^^ffiift^B LT4 
jftttfrftfco &K*£J»<^ (600 ml) M^&£flP^^T10BfiM#U 

ISfWSLft. £j&ft*ttJE«ltU tR (500 ml) £2jnx.T, I^m^^ ( 
300 ml) t?2@»ffiL^o ^fctf;tii«-WiL^ (HO g) *#fco & 

jra^&jaWK^^^-fl-^ (500 ml) , 12NfflBfc4t8Fifc (200 ml) Jqx.TM!3t^T20B# 
IBHJlffbfco M*^*fr*Plfe*BE**U 7K (500 ml) tUaZ.Xfm***' (500 ml) "C 
2 0ttfcbb/co ^fc*/:tllItti«Elit> fitn*W& (70 g) <£>tK (500 ml) »fR 

7X^-7" h'Jf A (40 g) <7)t|c (300 ml) '&WL*1mx., ^*^> (500 ml) 
Ltzo l2N&B*T?3idi*BM£fc U 7cn^;VA (1000 ml) "C 3 IHtttb Lfco 
tti^^^ 1 ^ iSCrF7l;Kn77>^Dx.-C^»*Ilt/:o 
fcdfcfc J: oT, Moatfjtl (38. 8g) *%tz 0 
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X H NMR (400 MHz, CDCh) S ppm 7.33-7.29 (m. 1H), 7.02-6.98 (m. 111). 6.93-6.87(«a 
, 1H), 3.04 (t, J = 7.7Hz, 2H), 2.71 (t, J = 7.7Hz, 2H) . 
MS (ESI+) 203 (M + +l, 100%). 
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